The classification and nomenclature of disease is an arbitrary procedure depending on the maximum number of constant symptoms and signs falling together frequently enough to form a recognizable pattern. The pursuit of the classical manifestations of any disease often blinds clinicians to numerous atypical but related forms. This paper presents a syndrome probably allied to rheumatoid arthritis but not generally recognized.
It occurs in middle aged and elderly people, presenting essentially as a pyrexia of unknown origin. There is initial general malaise, and loss of appetite and weight, with an intermittent pyrexia reaching at times to 1030 F. or higher. With these symptoms there is a vague generalized ache confined most often to the shoulders and cervical region, but sometimes involving the rest of the spine and back, chest, abdomen, and limbs. Movements of the affected joints are performed with difficulty, but the movements are full and the limitation is usually due to discomfort. There is no swelling or redness of the joints. The chest pains may be sharp or aching but are rarely pleuritic. There may be episodes of diarrhoea and vomiting, conjunctivitis, and erythematous rashes.
A profound constitutional disturbance is shown by the persistent fever, anaemia, and loss of weight. Examination may reveal some lymph-node enlargement with or without splenomegaly. Usually, however, on clinical examination, nothing abnormal can be found apart from the fever, tachycardia, and occasional tenderness to pressure over the painful areas.
Special investigations show the blood sedimentation rate to be extremely high, usually well over 100 mm./hr, and often reaching 130 mm./hr. This is a most characteristic finding. The haemoglobin falls because of a secondary iron-resistant anaemia. The white blood count may be raised with a polymorphonuclear leucocytosis often associated with a lymphocytosis. Turck cells may appear in the peripheral blood, or there may be a mild eosinophilia. In severe cases leucopenia develops. The blood albumin/globulin ratio is altered, with a fall in the albumin and an occasional rise in the globulin. Sometimes there is a reversal of the ratio. Electrocardiogram showed a sinus tachycardia of 1 10 Urine contained protein and granular and cellular casts, Salicylates, chloramphenicol, and aureomycin had no effect on the fever which rose to 102°F. Chest x ray showed a diffuse increase in lung markings suggesting infiltration rather than congestion since there was no increase in heart size. X rays of the hands revealed mild decalcification only. On April 15, 1950, he was dis--charged home unchanged.
Once more he improved, and when last heard of was well, apart from osteo-arthritis of the spine. His disease had persisted with remissions for 12 years.
Case 2. A 57-year-old housewife was admitted to the Radcliffe Infirmary on February 6, 1952, under Dr. F. G.. Hobson. She complained of a generalized diffuse ache in her back, shoulders, and chest for the previous 5 years. The symptoms had gradually developed after partial thyroidectomy for nodular goitre. This had not been toxic. For the year before admission she had had attacks of fever and sweating and had lost 4 stone in weight. She had paraesthesiae in her arms, vague abdominal discomfort with flatulence, and before admission an. attack of vomiting and diarrhoea for which no cause could be found. On one occasion she had had an erythematous rash over her shoulders. For the previous. few months she had had a dry cough.
Examination.-She looked reasonably well. Temperature 98 6°F.; pulse 100; blood pressure 120/75. There was discomfort in the cervical region on rotating the neck, but all movements were full and other joints were natural. There was tenderness over the eighth and ninth ribs antero-laterally. Liver edge just palpable. Tongue red and smooth. Short apical systolic murmur. Other systems natural.
Erythrocyte sedimentation rate 113 mm./hr (Wester--gren). Haemoglobin 83 per cent. White blood count 7,300. Total plasma proteins 6-3 g. per cent., albumin 3 -2 g. per cent., globulin 2 -2 g. per cent., fibrinogen 857 mg. per cent. Marrow puncture normal. Urine normal. Chest x ray showed well-healed infiltration of apices and a small opacity at the left apex whose nature was not determined. Barium meal and cholecystogram normal. Agglutinations to Salmonella and Brucella organisms negative. Blood culture grew Streptococcus faecalis, probably a contaminant.
After 6 weeks the fever gradually settled and thez erythrocyte sedimentation rate fell to 65 mm./hr.
Therapy.-A pneumoperitoneum had been induced in case there should be pus under the diaphragm, but this only revealed a spleen double the normal size on screening. No treatment had any effect on'the course of her illness. She improved and gained weight and lost her aches and pains. When seen in out-patients on May 2, 1952, she was much better but had pains below her sternum and over the left ilium. Haemoglobin 82 per cent., erythrocyte sedimentation rate 69 mm. /hr (Westergren). Repeated sputum examination revealed no tubercle bacilli. The duration of her illness had been over 5 years.
The Figure shows her November 22, 1944 , he was complaining of rheumatic pains in the buttocks and thighs, which on examination were wasted. There was no evidence of temporal arteritis, and the erythrocyte sedimentation rate was 28 mm./hr (Westergren).
Discussion
The syndrome here described resembles the prodromal stage of rheumatoid arthritis before the joint lesions have become established. The other collagen diseases may also present with similar prodromal symptoms, but in typical cases the pattern of the disease quickly becomes established.
Atypical manifestations of rheumatoid arthritis were stressed by Ropes and Bauer (1945) ; ElIman and Ball (1948) described three cases of rheumatoid disease with joint, lung, and heart involvement; Bywaters (1949) described a variant of rheumatoid arthritis resembling palindromic rheumatism; Littler (1951) studied a remarkable case with Felty's and Sjogren's syndrome associated with signs of mitral stenosis not due to rheumatic fever; post-mortem studies by Baggenstoss and Rosenberg (1943) revealed the generalized nature of rheumatoid arthritis with visceral involvement; Leichtentritt (1943) showed the lesion in peripheral nerves; the characteristic tendon changes were described by Keligren and Ball (1950) .
As Duff (1948) has pointed out, the characteristic change in all diseases of the collagen system is fibrinoid change followed by connective tissue proliferation. The degree of each varies according to the disease. In rheumatic fever and rheumatoid arthritis the fibrinoid necrosis is overshadowed by a proliferative and inflammatory response; in disseminated lupus erythematosus the fibrinoid change predominates; in periarteritis nodosa the adventitia of the small vessels proliferates while the fibrinoid change is reserved for the media and intima; in scleroderma the proliferation of collagen is so overwhelming that it is only with difficulty that patches of fibrinoid change can be found in the walls of small vessels. Although these diseases are usually clear entities, atypical forms have been described in which features of several may be present together (Banks, 1941) . Similarly, Bevans (1945) described two cases of scleroderma with "wireloop" kidney lesions similar to those found in disseminated lupus erythematosus.
To add to the difficulties of diagnosis, disseminated lupus erythematosus may present without cutaneous manifestations (Rakov and Taylor, 1942) . Rheumatoid arthritis and rheumatic fever resemble each other more than they do the other collagen diseases in that they show the characteristic rheumatoid nodule. Intermediate types may occur however. Rosenberg and others (1943) found sixteen cases of heart lesions indistinguishable from rheumatic heart disease in thirty post-mortem examinations of patients with rheumatoid arthritis. Furthermore, Friedberg and Gross (1934) described four cases of rheumatic fever with lesions typical of periarteritis nodosa. These similarities and differences have been discussed by Dawson and Tyson (1936) . Kellgren (1952) suggested that in rheumatoid disease there is a breaking up of the collagenpolysaccharide connective tissue complex, the collagen disintegrating into peptides which diffuse out and promote an inflammatory response. Menkin (1947) has similarly postulated the breakdown of protein to peptides which initiate the normal inflammatory response and has fractionated these. The tissue which remains after the collagen disintegration is rich in polysaccharides and produces fibrinoid change by replacing the damaged tissue. That connective tissue change may occur at the molecular level without microscopic evidence is suggested by the case of a boy who died of scleroderma but whose tissues showed no histological change (MacCallum, 1926) .
These atypical forms are stressed because they reveal the confusing clinical and pathological picture which the collagen diseases may present, the typical symptoms appearing to mimic each other.
The syndrome here described approximates more closely to rheumatoid arthritis than to the other collagen diseases on account of the long course, muscle wasting, fever, anaemia, good prognosis, and joint involvement which occurs in transitional types. This, however, was rarely gross either clinically or radiologically except in Case 1. The most characteristic feature of the syndrome is the diffuse ache round the shoulders and cervical region, at times involving also the back, chest, and limbs. In those cases without joint involvement it must be postulated that there is a generalized alteration in the connective tissue, and where the change occurs in fascial planes or muscles there is pain and discomfort. If there is peripheral nerve involvement there may be paraesthesia. Albuminuria may result from the non-specific glomerulo-nephritis so frequently found by Baggenstoss and Rosenberg (1943) . Four of the cases had flatulence and abdominal discomfort. Three had spells of diarrhoea and vomiting for no apparent cause. It is perhaps significant that, in the thirty post-mortem examinations of Rosenberg and others (1943) , two patients had died of prolonged diarrhoea of undetermined aetiology.
The transient opacities in the chest seen in the radiographs may have been due to involvement of the lungs by the rheumatic process; it was clinically manifest by an unproductive cough.
In no case was there any evidence of ankylosing spondylitis and the significance of the osteo-arthritic changes was difficult to interpret in view of the age of the patients.
The lupus erythematosus test of Haserick (1945) was attempted in Case 2 with negative results. There was no evidence of lupus erythematosus cells in the four cases where a marrow puncture was done, but atypical plasma cells were seen twice and the count was a high normal once. The significance of this is obscure, but in general plasma cells proliferate in association with a rise in the globulin (Barr, 1950) . In the cases reported, there was no gross alteration in the globulin except in Case 1, but the albumin was low except in Case 7. The high blood fibrinogen probably accounted for the raised sedimentation rate.
In no case was there any evidence of mitral stenosis. The illness may last for several years with remissions, but the ultimate prognosis is good. Salicylates were only partially effective in Case 6, in the others they had no effect at all.
The term "rheumatoid" disease should be more extensively used to describe this and similar syn- Ce syndrome est plus etroitement lie a l'arthrite rhumatismale qu'aux autres maladies collagenes. On suggere l'emploi plus frequent du terme "maladie rhumatoide" pour designer ce genre de syndromes.
Sindrome reumatoide ocurriendo en los ancianos SUMARIO Se describe un sindrome que ocurre en los ancianos y que se caracteriza por un dolor generalizado, particularmente de la espalda y de la region cervical, extendiendose a menudo al dorso, al pecho .y a las extremidades. Se nota una fiebre intermitente y prolongada, con sudores y un adelgazamiento pronunciado. La sedimentaci6n globular es muy rapida y hay anemia secundaria. No hay necesariamente implicaci6n articular. La enfermedad puede prolongarse durante meses o afnos, pero el pron6stico ulterior es bueno.
Este sindrome esta mas estrechamente relacionado con la artritis reumatoide que con las demAs enfermedades colagenas. Se sugiere el empleo mAs extendido del termino "enfermedad reumatoide" para describir este sindrome y otros del tipo similar.
